An emerging body of literature has indicated that moderate alcohol intake may be protective against Alzheimer disease (AD) dementia. However, little information is available regarding whether moderate alcohol intake is related to reductions in amyloid-beta (Aβ) deposition, or is protective via amyloid-independent mechanisms in the living human brain. Here we examined the associations of moderate alcohol intake with in vivo AD pathologies, including cerebral Aβ deposition, neurodegeneration of AD-signature regions, and cerebral white matter hyperintensities (WMHs) in the living human brain. OPEN ACCESS Citation: Kim JW, Byun MS, Yi D, Lee JH, Ko K, Jeon SY, et al. (2020) Association of moderate alcohol intake with in vivo amyloid-beta deposition in human brain: A cross-sectional study. PLoS Med 17(2): e1003022. https://doi.
Methods and findings
The present study was part of the Korean Brain Aging Study for Early Diagnosis and Prediction of Alzheimer's Disease (KBASE), an ongoing prospective cohort study that started in 2014. As of November 2016, 414 community-dwelling individuals with neither dementia nor alcohol-related disorders (280 cognitively normal [CN] individuals and 134 individuals with mild cognitive impairment [MCI]) between 56 and 90 years of age (mean age 70.9 years ± standard deviation 7.8; male, n [%] = 180 [43.5] ) were recruited from 4 sites (i.e., 2 university hospitals and 2 public centers for dementia prevention and management) around Seoul, South Korea. All the participants underwent comprehensive clinical assessments comprising lifetime and current histories of alcohol intake and multimodal brain imaging, including [ 11 C] Pittsburgh compound B positron emission tomography (PET), [ 18 fluorodeoxyglucose (FDG) PET, and magnetic resonance imaging (MRI) scans. Lifetime and current alcohol intake were categorized as follows: no drinking, <1 standard drink (SD)/week, 1-13 SDs/week, and 14+ SDs/week. A moderate lifetime alcohol intake (1-13 SDs/week) was significantly associated with a lower Aβ positivity rate compared to the no drinking group, even after controlling for potential confounders (odds ratio 0.341, 95% confidence interval 0.163-0.714, p = 0.004). In contrast, current alcohol intake was not associated with amyloid deposition. Additionally, alcohol intake was not related to neurodegeneration of AD-signature regions or cerebral WMH volume. The present study had some limitations in that it had a cross-sectional design and depended on retrospective recall for alcohol drinking history.
Conclusions
In this study, we observed in middle-and old-aged individuals with neither dementia nor alcohol-related disorders that moderate lifetime alcohol intake was associated with lower cerebral Aβ deposition compared to a lifetime history of not drinking. Moderate lifetime alcohol intake may have a beneficial influence on AD by reducing pathological amyloid deposition rather than amyloid-independent neurodegeneration or cerebrovascular injury.
Author summary
Why was this study done?
• An emerging body of literature has indicated that moderate alcohol intake may be protective against Alzheimer disease (AD) dementia.
• Preclinical studies from animal and cell culture models have demonstrated that moderate alcohol intake confers protection by attenuating molecular amyloid-beta (Aβ) pathology.
• Little information is available regarding whether moderate alcohol intake is related to decreased Aβ deposition, or is protective via amyloid-independent mechanisms in the living human brain.
What did the researchers do and find? • We performed cross-sectional analyses of the baseline data from 414 middle-and oldaged individuals with neither dementia nor alcohol-related disorders who participated in the Korean Brain Aging Study for Early Diagnosis and Prediction of Alzheimer's Disease (KBASE), an ongoing prospective cohort study.
• All participants were systematically interviewed on current and past alcohol intake and underwent brain imaging to examine the associations of alcohol intake with various in vivo AD pathologies.
• We observed that moderate lifetime alcohol intake (i.e., 1-13 standard drinks [SDs]/ week) was significantly associated with lower amyloid deposition compared to no drinking, whereas current alcohol intake did not affect amyloid deposition. 
Introduction
Debate remains regarding whether alcohol intake has protective or harmful effects with respect to the risk of dementia or cognitive decline. Although excessive alcohol intake is associated with an increased risk of dementia or cognitive decline [1] [2] [3] [4] , an emerging body of literature has indicated that moderate alcohol intake may be protective against both conditions [3, [5] [6] [7] [8] [9] [10] [11] [12] [13] [14] [15] [16] . Several human studies have reported that moderate alcohol intake is associated with a lower risk of Alzheimer disease (AD) dementia [3, [9] [10] [11] [12] [13] . Neurobiological findings from animal and cell culture models have demonstrated that moderate alcohol intake confers protection by attenuating molecular amyloid-beta (Aβ) pathology and blocking Aβ-induced damage [17] [18] [19] [20] . Moderate alcohol intake decreased Aβ peptides in AD transgenic mice by promoting the non-amyloidogenic processing of amyloid precursor protein [17] . Moderate concentrations of alcohol also protected cultured hippocampal neurons against Aβ-induced neurotoxicity [18, 19] . Furthermore, pretreatment with a moderate level of alcohol reduced Aβ aggregation and prevented soluble Aβ toxicity in cultured cells by blocking the formation of stable Aβ dimers with high cellular toxicity [20] . However, little information is available regarding whether moderate alcohol intake is related to decreased Aβ deposition in the human brain in vivo.
Previous findings for the influence of moderate alcohol intake on neurodegeneration and cerebrovascular changes are controversial [21] [22] [23] [24] [25] [26] [27] [28] [29] [30] . While many preclinical studies and some human magnetic resonance imaging (MRI) studies suggested that moderate alcohol intake has a protective effect against neurodegenerative or cerebrovascular injury [21] [22] [23] [24] [25] [26] [27] [28] , others did not observe a protective effect of alcohol [29, 30] . Although a postmortem pathological study did not demonstrate any association between alcohol consumption and neuropathological lesions, the study relied on only semi-quantitative assessment for AD pathologies restricted to only a few brain regions [31] .
We aimed to test the hypothesis that moderate alcohol intake is associated with reduced cerebral Aβ deposition in middle-and old-aged individuals with neither dementia nor alcohol-related disorders [32] . Cerebral Aβ deposition was measured by [ 11 C] Pittsburg compound B (PiB) positron emission tomography (PET). We also tested the hypothetical associations of moderate alcohol intake with AD-related neurodegeneration and cerebrovascular white matter injury. The neurodegeneration of AD-signature regions was measured by both MRI and [ 18 F] fluorodeoxyglucose (FDG) PET imaging. Cerebral white matter hyperintensities (WMHs) on MRI were used as a measure of cerebrovascular injury [33, 34] . Additionally, we explored the associations between other categories of alcohol intake and the neuroimaging biomarkers mentioned above.
Methods

Participants
The present study was part of the Korean Brain Aging Study for Early Diagnosis and Prediction of Alzheimer's Disease (KBASE), an ongoing prospective cohort study that started in 2014. The KBASE study aimed to search for new AD biomarkers and investigate how multifaceted lifetime experiences and bodily changes contribute to the brain changes related to AD. The current study analyzed the data of 414 individuals without dementia (280 cognitively normal [CN] individuals and 134 individuals with mild cognitive impairment [MCI]) between 56 and 90 years of age (mean age 70.9 ± standard deviation 7.8; male, n [%] = 180 [43.5] ) who were recruited as of 30 November 2016. Participants were recruited through 4 recruitment sites around Seoul, South Korea. Potentially eligible individuals who participated in a dementia screening program at 2 public centers for dementia prevention and management or visited memory clinics at 2 university hospitals (i.e., Seoul National University Hospital and SNU-SMG Boramae Medical Center) around Seoul, South Korea, were informed about study participation, and those who volunteered were invited for an assessment of eligibility. In addition, volunteers from the community were recruited through advertisements online, posters and brochures at the main recruitment sites, and word of mouth (recommended by other participants, family members, friends, or acquaintances). More detailed information on KBASE study characteristics including recruitment has been published previously [35] . The CN group consisted of participants with a Clinical Dementia Rating (CDR) [36] score of 0 and no diagnosis of MCI or dementia. All individuals with MCI met the current consensus criteria for amnestic MCI, which are as follows: (1) memory complaints confirmed by an informant, (2) objective memory impairments, (3) preserved global cognitive function, (4) independence in functional activities, and (5) no dementia. Regarding criterion 2, the age-, education-, and sex-adjusted z-scores for at least 1 of 4 episodic memory tests was <−1.0. The 4 memory tests were the Word List Memory, Word List Recall, Word List Recognition, and Constructional Recall tests, which are included in the Korean version of the Consortium to Establish a Registry for Alzheimer's Disease (CERAD-K) neuropsychological assessment battery [37] . All individuals with MCI had a CDR score of 0.5.
The exclusion criteria were as follows: (1) presence of a major psychiatric illness, including alcohol-related disorders; (2) significant neurological or medical conditions or comorbidities that could affect mental function; (3) contraindications for an MRI scan (e.g., pacemaker or claustrophobia); (4) illiteracy; (5) the presence of significant visual/hearing difficulties and/or severe communication or behavioral problems that would make clinical examinations or brain scans difficult; (6) taking an investigational drug; and (7) pregnant or breastfeeding.
The study protocol was approved by the institutional review boards of Seoul National University Hospital (C-1401-027-547) and SNU-SMG Boramae Medical Center (26-2015-60), Seoul, South Korea, and the study was conducted in accordance with the recommendations of the current version of the Declaration of Helsinki. The participants or their legal representatives gave written informed consent.
Clinical assessments
All participants underwent comprehensive clinical and neuropsychological assessments administered by trained psychiatrists and neuropsychologists based on the KBASE assessment protocol [35] , which incorporates the CERAD-K neuropsychological assessment battery [38, 39] .
Assessment of alcohol intake
All participants were systematically interviewed by trained nurses to determine alcohol intake using an interview form (S1 Interview Form) at the medical science building in the Seoul National University medical campus, Seoul, South Korea. According to the World Health Organization guideline [40] , 1 standard drink (SD) was defined as any drink that contained 10 grams of pure alcohol. Because there are a wide variety of alcoholic beverages and brands, different beverages were categorized as follows: 1 can of beer (4.5% alcohol; 330 ml) = 1 SD; 1 bottle of beer (4.5% alcohol; 640 ml) = 2 SDs, 1 bottle of local Korean spirit (20% alcohol; 360 ml) = 6 SDs, 1 bottle of spirit (40% alcohol; 750 ml) = 24 SDs, 1 bottle of Korean traditional wine (8% alcohol; 900 ml) = 6 SDs, and 1 bottle of wine (12% alcohol; 900 ml) = 9 SDs. Additionally, the patterns of alcohol intake for each participant were categorized as follows: drinking status (non-drinker, former drinker, drinker) and frequency and amount of alcohol intake (SDs/ drinking day, drinking days/week, SDs/week) during the past year (current) and lifetime. Among drinkers, those who drank more than 6 SDs per drinking day in the past year were sub-classified as binge drinkers [10] . Among current non-drinkers, those who used to drink regularly but have not drunk alcohol in the past year were sub-classified as former drinkers [5, 11] . Previous epidemiological studies on the effect of alcohol intake showed that there was a clear difference in the risk of overall or AD dementia among no drinking (reference), former drinking, mild drinking, moderate drinking, and high drinking groups [11, 22, 41] . Based on these reports, our participants were categorized based on weekly alcohol intake as follows: no drinking (reference category), former drinking, <1 SD/week (<10 grams/week; mild drinking), 1-13 SDs/week (10-130 grams/week; moderate drinking), and 14+ SDs/week (�140 grams/week; unsafe drinking in the newly revised UK Department of Health guidelines [42] ).
Assessment of potential confounders
Alcohol intake may be influenced by various other conditions. Therefore, all participants were systematically evaluated about potential confounders, such as depression, vascular risk, body weight, body mass index (BMI), occupational complexity, annual income, and apolipoprotein E (APOE) genotyping. The Geriatric Depression Scale (GDS) [43] was used to assess depression. Body weight, height, and comorbidity rates of vascular risk factors (including hypertension, diabetes mellitus, dyslipidemia, coronary heart disease, transient ischemic attack, and stroke) were assessed based on data collected by trained nurses during systematic interviews of participants and their informants; BMI was calculated as weight in kilograms divided by the square of height in meters, and a vascular risk score was calculated based on the number of vascular risk factors [44] . With regard to occupational complexity, we considered only the longest-held occupation, classified into 4 levels based on the skill levels described in International Standard Classification of Occupations [45] . Occupations at skill level 1 typically involve simple and routine physical or manual tasks. Occupations at skill level 2 include the performance of tasks such as operating machinery and electronic equipment, driving vehicles, maintenance and repair of electrical and mechanical equipment, and manipulation, ordering, and storage of information. Occupations at skill level 3 include the performance of complex technical and practical tasks that require complex problem-solving, reasoning, and decision-making in a specialized field. Occupations at skill level 4 involve the performance of tasks that require complex problem-solving, decision-making, and creativity based on an extensive body of theoretical and factual knowledge in a specialized field. Information about occupation was obtained from self-report by the participants and confirmed by reliable informants. Annual income was evaluated and categorized into 3 groups (below the minimum cost of living [MCL], at or more than the MCL but below twice the MCL, twice the MCL or more; http://www.law.go.kr). The MCL was determined according to the administrative rule published by the Ministry of Health and Welfare, Republic of Korea, in November 2012. The MCL was 572,168 Korean Won (KRW) (equivalent to US$507.9) for a single-person household and added 286,840 KRW (equivalent to US$254.6) for each additional household member. Blood samples were obtained via venipuncture, genomic DNA was extracted from whole blood, and APOE genotyping was performed as previously described [46] . apolipoprotein ε4 (APOE4) positivity was coded if at least 1 ε4 allele was present.
Measurement of cerebral Aβ deposition
All participants underwent simultaneous 3D PiB PET and 3D T1-weighted MRI scans using a 3.0T Biograph mMR (PET-MR) scanner (Siemens) according to the manufacturer's guidelines; the details of PiB PET imaging acquisition and preprocessing are provided in S1 Method. The automatic anatomic labeling algorithm and a region-combining method [47] were applied to determine regions of interest (ROIs), to characterize the PiB retention levels in the frontal, lateral parietal, posterior cingulate/precuneus, and lateral temporal regions. The standardized uptake value ratio (SUVR) values for each ROI were calculated by dividing the mean value for all voxels within each ROI by the mean cerebellar uptake value in the same image. A global cortical ROI consisting of 4 ROIs was also defined, and a global Aβ retention value was generated by dividing the mean value for all voxels of the global cortical ROI by the mean cerebellar uptake value in the same image [47, 48] . Participants were classified as Aβ+ if global Aβ retention was >1. 21 , and as Aβ-if global Aβ retention was �1.21 [49] .
Measurement of AD-signature neurodegeneration
All participants underwent FDG PET imaging using the abovementioned PET-MR scanner; the details of FDG PET image acquisition and preprocessing are provided in S1 Method. ADsignature FDG ROIs, such as the angular gyri, posterior cingulate cortex, and inferior temporal gyri, which are sensitive to the changes associated with AD [50] , were determined. AD-signature cerebral glucose metabolism (AD-CM) was defined as the voxel-weighted mean SUVR extracted from the AD-signature FDG ROIs; the details of MRI acquisition and preprocessing are provided in S1 Method. AD-signature cortical thickness (AD-CT) was defined as the mean cortical thickness values obtained from AD-signature regions including the entorhinal, inferior temporal, middle temporal, and fusiform gyrus regions, as previously described [50] .
Measurement of WMHs
All participants underwent MRI scans with fluid-attenuated inversion recovery (FLAIR) using the abovementioned 3.0T PET-MR scanner; the details of the volume measurements of cerebral WMHs are provided in S1 Method.
Statistical analysis
In order to test the hypothetical associations between moderate alcohol intake and neuroimaging biomarkers and to explore the association between other categories of alcohol intake and the biomarkers, we planned to perform multiple regression analyses as follows. First, multiple logistic regression analyses with lifetime (or current) alcohol intake category (i.e., no drinking, <1 SD/week, 1-13 SDs/week, and 14+ SDs/week) as the independent variable and Aβ positivity as the dependent variable were conducted. In these analyses, to compare the effect of alcohol intake relative to no drinking, no drinking was used as the reference (i.e., no drinking versus <1 SD/week, no drinking versus 1-13 SDs/week, or no drinking versus 14+ SDs/week) within each model. Three models were tested, with stepwise control of the potential confounders that could affect the association between alcohol intake and AD biomarkers. The first model (Model 1) did not include any covariates; the second model (Model 2) included age, sex, APOE4, vascular risk score, and GDS score as covariates; and the third model (Model 3) included the covariates in the second model plus education (high school education or below versus more than high school education), clinical diagnosis (CN versus MCI), occupational complexity, annual income, body weight, and BMI [51] . Second, multiple linear regression analyses were performed to compare the differences in global Aβ retention, AD-CM, AD-CT, and WMHs among the lifetime (or current) alcohol intake groups while controlling for the same covariates. In the analyses, global Aβ retention was used after natural log-transformation to achieve normal distribution.
As sensitivity analyses, we also performed the same analyses after excluding binge drinkers from lifetime or current drinkers in order to reduce the influence of the binge drinking pattern on the association between the frequency and amount of alcohol intake and the neuroimaging variables. Additionally, we did the same analyses after excluding former drinkers from current non-drinkers to minimize the potential effects of forced abstainers who stopped using alcohol because of other health concerns related to problem drinking.
In order to investigate the influence of age (younger [<75 years] versus older [�75 years]) [52] , sex (female versus male), APOE4 (APOE4+ versus APOE4−), and clinical diagnosis (CN versus MCI)] on the association between alcohol intake and neuroimaging biomarkers that were significant in the analyses described above, the same regression analysis was repeated including a 2-way interaction term between alcohol intake and each of the 4 neuroimaging biomarkers as an additional independent variable.
All statistical analyses were performed using IBM SPSS Statistics 24.
Results
Participant characteristics
The demographic and clinical characteristics of the participants are presented in Tables 1 and S1.
Association of alcohol intake with cerebral amyloid deposition
The multiple logistic regression analyses revealed that a lifetime alcohol intake of 1-13 SDs/ week was significantly associated with lower Aβ positivity compared to the no drinking group, even after controlling for potential confounders (Models 1, 2, and 3), while lifetime alcohol intakes of <1 SD/week and 14+ SDs/week were not related to Aβ positivity ( Table 2 ; Fig 1) . The results were similar even when different thresholds for Aβ positivity (i.e., global Aβ retention > 1.19 [49] or >1.40 [50] instead of >1.21) were applied to define the Aβ positive state (S2 Table) . Similarly, the multiple regression analyses revealed significant (Models 1 and 2) association between a lifetime alcohol intake of 1-13 SDs/week and global Aβ retention (Table 2 ). Meanwhile, current alcohol intake was not related to Aβ positivity or global Aβ retention ( Table 2 ).
Association of alcohol intake with neurodegeneration and WMHs
No group differences were observed in AD-CM, AD-CT, or WMHs between the lifetime (or current) alcohol intake categories. The findings for the association between alcohol intake and neurodegeneration or WMHs were not changed even after additional controlling for all the covariates (Table 3 ).
Sensitivity analyses
Sensitivity analyses including only participants without binge drinking showed similar results (S3 and S4 Tables). The results were also very similar after excluding former drinkers (S5 and S6 Tables).
Influence of age, sex, APOE4, and clinical diagnosis on the association between moderate alcohol intake and Aβ positivity
As shown in Table 4 , the interaction between moderate lifetime alcohol intake and age was significant, indicating that age moderates the association between moderate lifetime alcohol intake and Aβ positivity, while any interaction between moderate alcohol intake and each of sex, APOE4, and clinical diagnosis was not significant. Further subgroup analysis showed that moderate alcohol intake was significantly associated with Aβ positivity only in the older subgroup, not in the younger one (S7 Table) . For the purpose of exploration, we also performed the same analyses for the moderating effect of age, sex, APOE4, and clinical diagnosis on the association between alcohol intake of <1 SD/week or 14+ SDs/week and Aβ positivity. Interaction between these 2 alcohol intake categories and each of age, sex, APOE4, and clinical diagnosis was not significant (S8 Table) . 
Discussion
In this study, we observed that lifetime alcohol intake of 1-13 SDs/week (moderate drinking) was associated with lower cerebral Aβ deposition compared to the no drinking group in these middle-and old-aged individuals with neither dementia nor alcohol-related disorders. The present finding of an association between moderate alcohol intake and lower Aβ deposition is in line with results from previous studies using animal or cultured cell models, which indicated that moderate alcohol intake exerts a protective effect via attenuating Aβ accumulation [17, 20] . Many clinical and epidemiological studies have reported an inverse association between moderate alcohol intake and the risk of AD dementia [3, [9] [10] [11] [12] [13] , and the present findings regarding the association between moderate alcohol intake and decreased cerebral Aβ positivity may explain this inverse association. While moderate lifetime alcohol intake had a significant association with Aβ deposition, moderate current intake did not. This difference indicates that the protective effects of moderate alcohol intake against Aβ pathology involve the chronic effects associated with long-term exposure rather than an acute effect. The significant finding for lifetime intake only also suggests that the protective association for moderate alcohol intake is not due to the inclusion of forced abstainers, i.e., those who stopped using alcohol owing to other health concerns related to problem drinking, among the reference group (i.e., non-drinkers). Forced abstainers were classified as drinkers for lifetime alcohol intake status, whereas they were classified as nondrinkers for current alcohol intake status.
No
Unlike for Aβ deposition, there were no associations between moderate alcohol intake and neurodegeneration or WMHs. Similarly, previous human MRI studies did not observe an association between moderate alcohol intake and cerebral gray matter volume [29] or total Table 3 . Results of the multiple linear regression analyses assessing the associations of stratified alcohol intake with AD-CM, AD-CT, and WMHs in participants overall. brain volume [30] . However, several preclinical and human studies reported that moderate alcohol intake has protective effects against vascular changes and atrophy in the brain. Studies using cultured cell or animal models showed that moderate alcohol intake is protective against ischemic brain injury [24, 27] , and human MRI studies have suggested that moderate alcohol intake is protective against damage to cerebral gray [23] and white [21, 22] matter. These discrepancies may be related to methodological differences between studies. However, as suggested in a systematic review of the chronic effects of moderate alcohol intake on the structural and functional properties of the brain [53] , the present findings based on both structural MRI (cortical thickness and WMHs) and FDG PET (cerebral glucose metabolism) measures support that moderate alcohol intake did not exert its protective effects directly through neurodegenerative or vascular mechanisms. Although excessive alcohol intake has been related with an increased risk of cognitive decline [1] [2] [3] [4] , and U-or J-shaped association has been implied together with the decreased risk of cognitive impairment with moderate alcohol intake [3, [5] [6] [7] [8] [9] [10] [11] [12] [13] [14] [15] [16] , we did not find any association between higher alcohol intake and increased AD pathologies. Alcohol-related brain damage (ARBD) [54] was suggested as an umbrella term for conditions including Wernicke-Korsakoff syndrome, alcohol-related dementia, and other forms of persistent alcohol-related cognitive impairment. ARBD encompasses a range of clinical presentations that manifest as impairments in memory, executive functioning, and judgement, which are related to frontal brain function. Several brain imaging studies also reported damage of the frontal lobe in individuals with alcoholism [55] , while AD-CT and AD-CM measures mainly include temporoparietal degeneration. Therefore, we additionally analyzed the association between alcohol intake and frontal lobe state (i.e., glucose metabolism, cortical thickness, and WMH volume of the frontal region) in order to find out if there was any ARBD-like damage with alcohol intake. As shown in S9 Table, however, we did not find any significant results from those analyses. These null findings may be because individuals with alcohol-related disorders were excluded and, as a result, heavy drinkers (14+ SDs/week) in the present study consisted of individuals without alcoholism or other severe alcohol problems. The investigation of the influence of age on the association between moderate alcohol intake and Aβ positivity revealed that the protective effect of moderate alcohol intake on Aβ positivity was more prominent in older individuals (�75 years) than younger ones. This finding may be due in part to age-associated increases in the Aβ positivity rate in individuals without dementia [56] . In the present study, the Aβ positivity rate was 24.5% (n = 62) in the younger age group and 37.3% (n = 57) in the older group. The relatively small proportion of Aβ+ individuals in the younger group might decrease the likelihood of detecting a significant difference. It is also possible, as mentioned above, that these age-related differences are related to the chronic effects associated with long-term alcohol exposure. In contrast, sex, APOE4, and clinical diagnosis did not have any moderating effect on the association between moderate alcohol intake and Aβ positivity.
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The present study had a couple of strengths. To the best of our knowledge, this study is the first to show the association of moderate alcohol intake with Aβ accumulation in the living human brain. The study included a relatively large number of participants who were well-characterized through comprehensive clinical assessments including systematic interview for detailed alcohol drinking history and multimodal brain imaging for in vivo AD pathologies and WMHs. In addition, various potential confounders were systematically evaluated and controlled in the statistical models in order to reveal the association between alcohol intake and brain pathologies as clearly as possible. Even after controlling for all potential confounders, the findings did not change. The results were also confirmed by sensitivity analyses conducted after excluding binge or former drinkers.
Nevertheless, the present study also had several limitations that should be considered. First, because this was a cross-sectional study, causal relationships cannot be inferred from the findings. Second, in terms of lifetime alcohol intake, underestimation of drinking or retrospective recall bias may have affected the results in older individuals. However, it is unlikely that underestimation of alcohol intake was significant because harmful drinkers and individuals with a history of alcohol use disorder were excluded from the analyses, and moderate drinkers have no reason to underestimate their alcohol intake. Moreover, to reduce recall bias, information was obtained from reliable informants as well as the study participants. Additionally, a review of self-report bias in the assessment of alcohol intake suggested that this recall bias is not greater in older individuals than in the general population [57] . Third, about one-third of the study participants were diagnosed with MCI, which may also raise some concern about the accuracy of self-report for alcohol intake. However, although individuals with MCI have some problems with their recent memory, their remote memory is very well preserved [58] : It is not likely that individuals with MCI reported their history for alcohol intake more erroneously, because the self-report for lifetime alcohol intake mainly depends on remote memory rather than recent memory. In addition, even when we controlled for clinical diagnosis (CN versus MCI) as an additional covariate in Model 3 (Tables 2, 3 , and S2-S7), the results were still very similar. Fourth, there are quite different alcohol intake patterns regarding the frequency and regularity of intake, and the amount of alcohol consumed in a single session, within the moderate drinking category. Although we obtained similar findings after excluding binge drinkers in sensitivity analyses, a more detailed understanding of the influence of drinking patterns is needed. Finally, although we did not find any significant association between alcohol intake and neurodegeneration or WMHs, the lack of association may reflect a lack of statistical power given the sample size.
Although further long-term follow-up investigations in larger populations with heterogeneous alcohol intake patterns are still needed, the association of moderate alcohol intake with reduced risk of pathological Aβ deposition (about one-third of the risk for no drinking) observed in the present study may suggest that moderate lifetime alcohol intake may be beneficial in preventing AD dementia or related cognitive decline.
In conclusion, the present findings from middle-and old-aged individuals with neither dementia nor alcohol-related disorders suggest that moderate lifetime alcohol intake may have some beneficial influence on AD by reducing pathological amyloid deposition rather than amyloid-independent neurodegeneration or cerebrovascular injury. 
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